
CODING FORMS FOR SRC INDEXING 

Microfiche No. 

OTS0555513 

88-920010036 8EHQ-109'i-l1768 

02/05170 09/03/92 8ECP 

E I DUPONT DE NEMOURS & CO 

HASKELL LABORATORY 

INITIAL SUBMISSION: STUDY OF PRIMARY SKli~ IRRITATION AND 

SENSITIZATION OF 4(4-!SOCYANATOBENZYLMETHYL) CYCLOHEXYL 

ISOCYANATE,* IN GUINEA PIGS WITH COVER LETTER DATED 10/15/92 

Chemical Category 

4(4-ISOCYANATOBENZYL METHYL)CYCLOHEXYL ISOCYANATE; 



(COMPLIANCE AUDIT PROGRAM) 

TSCA CONFIDENTIAL 
BUSINESS INFORMAnON COMPANY SANmzeo 

ORIGINAL 

COPY I 1 

COPY I 2 

TDAS (BLAKE) 

CBIC (Vera) 

CONTAINS NO C8l 
ORIGINAL - PUBLIC FILE 

ORIGINAL PUBLIC FILE 

COPY I 1 PUBLIC FILE 

COPY I 2 JIM DARR/Vivian 

COPY I 1 - PUBLIC FILE 

COP;~M DARR/Viviau 

NOTE: Peter provides data entry in CBITS for the 8(e) CAP Documents. 



lEGAL 
Wilmington, Delaware 19898 

Certified Mail 

u z· s \ 92 OC121 r,, . 

Return Receipt Requested 

Document P~g <Alter (fS-790) 
Office of PoUution Prevention and Toxics 
Environmental Protection Agency 
401 M Street., S.W. 
Washington. D.C. 20460 
Attn: Section 8(e) Coordinator (CAP Agreement) 

Dear Coordinator: 

g £Jta ~ r 0q2 , 

Contains No C8a 

21 

NoCBI 

October IS. 1992 

8ECAP..QQ25 

On !>ehalf of the Regulatee and put'SWUlt to Unit II B.l.b. and Unit II C of the 
6/28/91 CAP Agreement. E.I. DuPont de Nemours and Co. hereby submits (ill tripli~te) the 
attached studies. Submission of this information is voluntary and is occasioned by UDilateral 
changes in EPA's standard as to what EPA now considers as reportable iaformation. 
Regulatee's submission of information is made solely in response to the new EPA §8(e) 
reporting standards and is not an ldmission: (I) of TSCA violation or liability; (2) lbat 
Regulatee' s activities with the Sbldy compounds reasonably support a conclusion of substantial 
health or environmental risk or (3) tbat the studies themselves reasonably support a conclusion 
of substantial health or environmental risk. 

The .. Reporting Guide •• creates aew TSCA 8( e) reporting criteria which were not 
previously ldlllounced by EPA in its 1978 Slaimmt of lptcQ}""'ion mel Entnmmmt Policy, 
43 Fed Reg I I I 10 (March 16, 1978). 1be ••Reportins Guide 11ates criteria which expands 
upon IDd conflicts with the 1978 SWcmcnt of lp'CQm'Uhoo. Absent amendment of tbe 
StaJcmcmt of lp~. the iaformal isauaDce of the .. Reportins Guide .. raises significant 
due processes issues IDd clouds the appropriate reportins slandard by which regulated persons 
can assure TSCA Section 8(e) ~omplimce. 
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IHIT 89/83/CJZ 

11111111111111 
88928818836 

H. Christman 
Counsel 
l..esal D-7158 
1007 Market Street 
Wilmington, DE 19898 
(302) 774--6443 
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ATTACHMENT 1 

Submission of information is made under the 6/1.8/91 CAP i\greement, 
Unit II. This submission is made voluntarily 4nd is o&asioned by recent 
changes in EPA's TSCA §8(e) reporting standard; such charges made, for 
the first time in 1991 ansi 1992 without prior notice anJl. in violation of 
Regulatee's constitutiot1al due process rights. Rejulatee's-submission of 
information under this changed standard is not a fNafver of its due process 
rights; an admission of TSCA violatien or liability, or an adptission that 
Regulatee' s activities with the study ~mpounds reasonably suptk>rt a 
conclusion of substantial risk to health or to the environment. Regulatee has 
historically relied in good faith upon the 1978 Statement of Interpretation and 
Enforcement Policy criteria for determining whether study information is 
reportable under TSCA §8(e), 43 Fed Ree 11110 (March 16, 1978). EPA 
has not, to date, amended this Statement of Interpretation. 

After CAP registration, EPA provided the Regulatee the 
June I, 1991 "TSCA Section 8(e) Reporting Guide". This "Guide" has been 

further amended by EPA, EPA letter, April 10, 1992. EPA has not indicated 
that the "Reporting Guide" or the April 1992 amendment supersedes the 
1978 Statement of Interpretation. The "Reporting Guide" and April 1992 
amendment substantively lowers the Statement of Interpretation 's TSCA 
§8(e) reporting standard2. This is particularly troublesome as the "Reporting 
Guide" states criteria, applied retroactively, which expands upon and 
conflicts with the Statement of lnterpretation.3 Absent amendment of the 
Statement of Interpretation. the informal issuance of the "Reporting Guide" 
and the April 1992 amendment cJouds the appropriate standard by which 
regulated persons must assess information for purposes of TSCA §8(e). 

2Jn sharp contrast to the Agency's 1917 and 1978 actions to soliciting public commeat 011 the proposed 
and final §8(e) Policy, EPA bas unilate~y pronounced §8(e) substantive reporting criteria in the 1991 
Section 8(e) Guide without public notice and eomment. See 42 .&d...&& 45362 (9/9177), •Notification of 
Substantial Risk WJder Section 8(e): Proposed Guidance". 
3A comparison of the 1978 Statement of lntctpmtatioo IDd the 1992 •Reporting Guide• is a appended. 



Thr6Ughout the CAP, EPA has mischar.lcterized the 1991 guidance as 
reflecting "l~gstanding" EPA policy concerning the standards br which 
'toxicity information should be reviewed for pu~ of §8(e) compliance. 
Regulatee recognizes that experience with the 197t'-Statement Of 

,, lntm:pre.fatiml ~ cause a review of its criteri. bgulatee supports and has 
no objection to thl" Agency's am~nding reporting criteria provid«J tbat sue) 
amendment is not applied to the regulated community in an unfair way. 
However, with t~ unilateral announcement of the ~AP under the auspices o t 
an OCM enforcement proceeding, EPA has wro~Jght a terrific wifaimess · 
since much of the criteria EPA has espoused in the June 1991 Rcportina 
Y.uidc and in the Agency's April 2, 1992 amendment is new criteria whi~h f 
does not. exist in the 1978 Statement of Intcam;rlfion and Enforcement t 

~- l 

The following examples of new criteria contained in the "Reporting \ 
Guide" that is not contained in the Statement 'Ji lntemretation follow: 

o even cbough EPA expressly disclaims each •status report• as beiDa prolimilwy 
evaiuatioas that sbould JWJ be regarded as fmaJ EPA policy or iDtenc4, the •Reporting 
Guide· gives the • status reports • great weight as •IOUDd aDd adequate basis• from 
which to determine mandatory teporliDM obligations. (•Guide• at paff 20). 

o the •Reponing Guide• contains a matrix lbat establishes uew 11111De1"icaJ.g 
• cutoff" concc:ntrations for acute letbality information (•Guide • at p. 31 ). Neitber 
Ibis matrix nor the cutoff values therein are contamed iD lbe Statcmmt of 
mtemmtatjQD. The replat«< community was DOt made aware of lbeae cutoff values 
prior to issuaDce of the •Reporling Guide• iD June, 1991. "· 

odJe • Reporting Guide• states new specific definitional criteria with which lbe Agency, 
for the first time, defmes as 'distinguishable neurotoxicologicaJ effects'; such 
criteria/guidance not expressed in the 1978 lfttcment of mtcrptotatjQD...S; 

.. 
otbe •Reporting Guide• rrovides new review/ reporting criteria for irritatioa and 

sensitization studies; such criteria not previously found in lbe 1978 &t•cment of 
lntctpretationtEnforccmcpt Poli~y. 

otbe •Reporting Guide• publicizes c:ertain EPA Q/A criteria issued t.> the MODSIDto 
Co. in 1989 which are not in the Statcglept of lntemRtabon; have never beeu 
published in the Fedml Rgjstn or distributed by the EPA to the Replaree. Such 
Q/ A establishes uew reporting criteria not previously found in lbe 1978 Statapept of 
lntetpmatjon!Entorcemept Poli,y . 

"The 'llabls reports' address the sip.i.ficance, if any. of particular illfomaation reported to lbe Agency. 
rather lban stating EPA's iDterpreeatioD of §8(e) reporting criteria. ID the infrequeat iDs&mces in which lbe 
1tatus reports coatain discussion of reportability. the aoalysis is invj' b)1 quite limited. without 
substmtial supporting scientific or legal rationale. L' 
~ Soe, e.,, 10/2/91 Jetter from DuPont to EPA repnting lbe defdution of 'lerious aDd proloa,ect 
effects' as this term may relate to lnmsiellt anesthetic effects observed at lethal J.,.vels; 10/1/91 leaer from 
the American Petroleum l.nstitute to EPA repnling clarifiCAtion of the Rrpntjne Guide mteria. 
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In discharging its responsibilities, an administrative agency must give 
the regulated community fair and adequate warning to as 
what constitutes noncompliance for which penalties may be assessed. 

Among the myriad ~~pplicatioDs of the cb. process clause is lbe fuodameatal principle 
that sbdUtes IDd replatioDs which pwport to govern conduct must live an adequate 
warning of what tbey COIDIDIDd or forbid.... Even a reguJation which aovems 
rurely ecooomic or commercial activities, if its violatioc can maeoder penalties, 
must be so fnmed u to provide a CODStiiUtionaDy adequate warning to lbore whose 
activities are aovemed. 

Diebold. Inc. v. Mars1Wl, 585 F.2d 1327, 1335-36 (D.C. Cir. 1978). See 
also, Rolli?s Environemnta] Services (Nl) Inc. v. U.S. Environmental 
Protection Aeency, 937 F. 2d 649 (D.C. Cir. 1991). 

While neither the are rules, This principle has been ~lied to hold 
that agency 'clarification', such as the Statement of 1-=rpret, the 
"Reporting Gujde" nor the April 1992 a.'nendments will, lied 
retroactively. :# 

... a federal court will not retroactively app¥".n unf9Lble interpretation of an 
administrative re,gulation to the detriment nf a ~ party on lbe theory that the 
post hoc interpretation asserted by the Agency is Jenen.Uy consistent with cbe 
policies underlying cbe Agency's regulatory program, when cbe semantic meaning of 
cbe regulations, u previously drafted and construed by cbe appropriate agency. does 
not support cbe interpretation which Chat agency urges upon the court. 

' 
Standard Oil Co. v. Federal Ener~:y Administration, 453 F. Su~. 203, 240 
(N.D. Ohio 1978), atr.d .sub rumt. Standard Oil Co. y. Deartment of 
Eoo:&y. 596 F.2d 1029 (Em. App. 1978): 

The 1978 Statement of lnterpretati~does not provide adequate notice 
of, and indeed conflicts with, the Agency' current posttlon at §8(e) reqUires 
reporting of all 'positive' toxicological findings without • 
reg(d'd to an assessment of their relevahce to human health. In accordance 
with the statute, EPA's 1978 Statement of Interpretation requi..res the -
regulated community to use scienL.fic judgment to evaluate the significance of 
toxicological findings and to determining whether they reasonably support a 
conclusion of a substantial risk. Pan V of the Statemen~f Interpretation 
urges persons to consider "the fact or probability" of an eff~t's U(".c.upence. 
Similarly, the 1978 Statement of Intezmetati4A stresses that an animal study 
is reportable only when "it contains reliable evidence ascribing the effect to 
the chemical. • 43 Fed Ree. at 11112. Moreoxe. er, EPA's Statement of 
Intemretation defmes the substantiality of risk • a function of both the 
seriousness of the effect and the probabili~· of its occurrence. 43 Fed Ree 
11110 (1978). Earlier Agency interpretalpn also emphasized the 
"substantial" nature of a §8(e) determination. See 42 Feci Rca4S362, 45363 

~ . 

. " ,. 
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(1977). {Section 8(e) findings require "extraordinary exposure to a chemical 
substance ... which critically imperil human health or the environment"]. 

The recently issued ".Repming Guide" and April 1992 Amendment 
guidance nquires reporting beyond and inconsistent 
with that required by the Statement of lniCJlltCtation. Given the statute and 
the Statement of lntct;pRtation' s explicit focus on substantial h 1man or 
environmental risk, whether a substance poses a "substantial risk" of injury 
requires the application of scientific judgment to the available data on a case
by-case basis. 

If an overaU weight-of-evidence analysis indicates that this 
classHication is unwarranted, reporting should be unnecessary under §8(e) 
because the available data will not "reasonably support the conclusion" that 
the chemical presents a substantial risk of serious adverse consequences to 
human health. 

Neither the legislative history of §8(e) nor the plain meaning of the 
statute support EPA's recent lowering of the reporting threshold that TSCA 
§8(e) was intended to be a sweeping infonnation gathering mechanism. In 
introducing the new version of the toxic substances legislation, 
Representative Eckhart included for the record discussion of the specific 
changes from the version of H. R. l 0318 reported by the Consumer 
Protection and Finance Subcommittee in December 1975. One of these 
changes was to modify the standard for reporting Ul'der §8( e). The standard 
in the House version was changed from "causes or contributes to an 
unreasonable risk" to "causes or significantly contributes to a substantial 
risk". This particular change was one of several made in TSCA §8 to avoid 
placing an undue burden on the regulated community. The final changes to 
focus the scope of Section 8( e) were made in the version reported by the 
Conference Committee. 

The word "substantial" means "considerable in importance, value, 
degree, amount or extent". Therefore, as generally understood, a 
"substantial risk" is one which will affect a considerable number of people or 
portion of the environment, will cause s~rious injury and is based on 
reasonably sound scientific analysis or data. Support for the interpretation 
can be found in a similar provision in the Consumer Product Safety Act. 
Section 15 of the CPSA defines a "substantial product hazard" to be: 

"a product defect which because of the pattern 
of defect, the number of defective p."'ducts 
distributed in commerce, the severity of the 
risk, or otherwise, creates a substantial risk 
of injury to the public." 

' 
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Similarly, EPA has interpreted the word 'substantial' as a quantitative 
measurement. Thus, a 'substantial risk' is a risk that can be quantifiNi. See, 
56 Fed Ree 32292, 32297 (7/15/91). Finally, since i:tformation pertinent to 
the exposure of humans or the environment to chemical substances or 
mixtures may be obtained by EPA through Sections 8(a) and 8(d) regardless 
of the degree of potential risk, §8(e) has specialized function. Consequently, 
information subject to §8(e) reporting should be of a type which would lead a 
reasonable man to conclude that some type action was required immediately 
to prevent injury to health or the environment. 



7 

Attachment 

Reporting triggers found in the 1978 "Statement of Interpretation/ Enforcement 
Policy" ,43 fed Rea 11110 (3/16/78) and the Jlhe 1991 Section 8(e) Guide. 

TEST TYPE 1978 POLICY New 1991 GUIDE 
CRITERIA EXJSn CRITERIA EXISn 

ACUTE LETHALITY 

Ora1 N} Y} 
Dermal N} Y} 
Inhalation (Vapors) )6 }7 

aerosol N} Y} 
dusts/ particles N} Y} 

SKIN 1R.R1T A TJON N y8 

SKIN SENSITIZATION (ANIMALS) N y9 

EYE 1R.R1T ATION N yiO 

SUBCHRONJC 
(ORAUDERMAUINHALA TION) N yll 

REPRODUCTION STUDY N yl2 

DEVELO~NTALTOX yl3 yl4 

643 &sL&q at 11114. comment 14: 

•This policy statements directs the reporitng of specifiec effects when uoknown to the 
Administrator. Many routine tests are based on a knowledge of toxicity associated with a 
cbemicalL unknown effect~ occurring during such a rmge test may have to be reported if 
they are those of coocem tot he Agency and if the infomwiou meets the criteria set forth in 
Parts V and VII." 

7~ at pp.22. 29-31. 
~at pp-34-36. 
9~ at pp-34-36. 
~~at pp-34-36. 
1 ·~ at pp-22; 36-37. 
l~atpp-22 
1343 .&d.&u at 11112 

"Birth Defects" listed. 
l~atpp--22 



NEUROTOXICITY 

CARCINOGENICITY 

MUTAGENICITY 

In 'i't.ro 
}D 1-fK> 

ENVIRONMENTAL 

Biuaccumulation 
Bioconceotration 
Oct/water Part. Coeff. 

Acute Fish 

Acute Daphnia 

Subchrvnic Fish 

Subchronic Daphnia 

Chronic Fish 

AVIAN 

Acute 
Reproductive 
Reprodcuti\'e 

15~ at pp-23; 33-34. 
l643~at 11112 

• Cancer" listed 
1 7~ at pp-21. 

N 

yl6 

Y}18 
Y} 

Y} 
Y}20 

Y} 

N 

N 

N 

N 

N 

N 
N 
N 

1843 Ud....B&& at 11112: 11115 ~t Comment 15 

8 

"Mutagenicity" listed/ iD WK> n iDvitro discussed; discussion of" Ames test". 
1 9~ at pp-23. 
2043 &d..&& at 11112: 11115 at Comment 16. 

6:} 
ytS 

y17 

Y} 19 
Y} 

N 
N 
N 

N 

N 

N 

N 

N 

N 
N 
N 



CAS II 584-34-9; 5124-30-1 
Cbem: 4(4-kocyanatoben7.yl metbyl)cyelobexyl isocyaaate; 

2,4-tol.rene dilsocyanate; metbylene--bh-(4-eyelobexyi
Jsocyanate) 

Title: Primary skin irritation and sensitization tests on 
plnea pip 

Date: l/S/70 
Summary of effects: Sensitization 



:~::::::~------------------~-~~~--------~~---, . .. r1 -: · ·rr~:- , 

• • Copies co: P. R. Johnson (6) 

E. I. dE Pone c.le Nemours and Company 
Haskell Laboratory for Toxicolcgy and Industrial Medicine 

HASKELL LA30RA"IORY llEPOitT MO. t.6 -70 

~at~rials Tested: 
4(4-Isocyanat~benzylQethyl) Cyclohexyl Isocyanate (> 904 active 

:ngredi~t) 
2,4-Toluene Diisocyanate 
~e~hylene-bis (4-cyclohexy!isocyanate) (99.494 active ingredient) 

~~t~rials SubQitted by: P. R. Johnson, Elastomer Chemi=als Department 
~rimental Station 

Kit NO. 815 

Haske 11 Nos. 
5273 

4954 
4679 

Other Codes 
PIBC; Sample of C. F. Irwin 

TDI; "Hylene., T; LR4-200 
PICH-20; ECD-390 LR-12-414; 

Lot No. 4 

PRIMARY SKIN IRRITATIOM AJ11D SENSUIZATI<M TESTS OM GUThLA PIGS 

i'!"OC-:!•in:'~: Solutions of each material in f.a.d.* vere testeci by topical application on tvo groufS of ten male albino 
~ui:-:~:1 ?ig!';. 

Test Croup I: In the test for ?ri.ary irritation. a~plications of one drop (ca. 0.05 ml) each of :4 and 
0. 1'"-. so iut ion~ were lightly rubbed into intact shaved skin. A s~ ~ies of exposures was given to the animals over a 
~hr~:-week ?eriod to determine the sensitizat~on potential. The test material was applied to the cli~ped abraded 
c;ki:-. .:>f five animals .. as solutions in f.a.d. in a series 9f nine applications. A 14 solution was used except for the second 
t•~~~~c~it vnicr was given at zt. The remaining five ~nimals were given four intradermal injections (0.1 ml each of 1% 
sn Lt io~ ir. diwethyl phthalate). A two-veek rest period vas followed by a challenge test (1) consisting of appJ.icat ions of 
14 ~nd 0.5l solutions on both intact ao:1d abraded skin. A group of previously UI!.exposed ~nimals (controls) vas .>iL.:i larly 
tes:ed. Thirteen clays after the first challenge test. a second test (II) consisting ~f challenge and cross-challen~e tests 
•.;as jone with 1'4 PIBC, 1'1 TDI,. and O.ll. PIOi-20 (all solutions vere in f.a.d.). on intact skin·. 

Test Croun II: In the test. for ?rimary irritation, applications of one drop (ca. 0.05 ml) e~ch of 1007. 
(ur.~il~:ed ?roci~ct). Sat. 54,. and 2t VE!re light!y rubbed into intact shaved skin. A four-week rest period vas 
fol:YJec by a challenge test (Ia) consisting of ap?licatioos ot IX and 0.51 solutions on both intact and abraded 
ski~. ?ifteen days after the first challenge test, a second test (Ila) consisting of challenge and cross-chall~nge 
tes:; ~GS done with IX PIBC, 14 TOI, and 0.14 PICM-20 (all solutions vere in f.a.d.) on intact skin. 

# :.a.d. lJt (•/v) soluLion of guinea pig fat in a 1:1 (v/v) acetone-dioxane mixture. 



--~----~----· ---~---------------------------------
- 2 -

:t=s·.:.!:s: 

Primary Irritation vith H-5273 

Reactionsa) on Intact Skin Reactionsa) on Abrarled Skin 
.;:-:i:::.~is Concen::ration 1 na.., 2 Days 3 na..,s 7 Days 1 Oav 2 Days 

7C!s: Croup I 

:es: Gr.:>o..-p II 

.:0::: _ . ., !:i 

1'%. 

o. rz. 

1001 (undiluted) 

507. 

54 

n 

1"l. 

0.~ 

8+, 2 negative 8+, 2 n!g. 

2+,, 8 negative 10 negative 

H++ (5/5) H-++ (5/5) 

+f++ (5/5) ++++ (5/5) 

10++++ 10++++ 

1+-i-++,. 6-t+, 1+ 8++++, 2+ 

10+ 9+, 1 neg. 

7+, 3 negative 3+, 7 :Jeg. 

++++ (S/5) ++++ (5/S) 

+-H+ {5/5) ++++ (5/5) 

10++++ 10++++ 

8++++, 2+ 4+, 6 neg. 

- - 10+ 10+ 

- - 6+, 4 neg. 2+, 8 neg. 

~OTE: All loot and 504 application sites and occasionally the 54 application site had a tough leathery 
:a:;:J=e ::o che skin from one to seven days. Some slight to .aderate desquamation vas seen at seven days at tht 1001. 
~::.~ 501: appiicction sites. Readings vere also aaade at 16 days and at this t"bae "'c .. ,. all negative with SOIDe skin 
:i:::in$~~ a:: tbe loat, >01, and 54 applicatiOG sites • 

.::) ~eaction coGe: +, ++, +++ = Mild, aoderate. st~g erythe~~~a; ++++ = erythema vith edema; +H-++ ,. necrosis; 
neg. = negative. 

** .. :-ne _;kin sb01o1ed no erythara, but did show tinting (brown to al1110st color-less) at the treated site. 



• • :."E::s: (Cont'd.) 

c,allenge and Cross-Challenge aeactions 
No. of 

Haskell Reactionsa) on Intact Skin Reactionsa) on Abr~ded Skin Guinea Pigs 
--:'""---
~ '5.:> • Cone. l Dav 2 Davs __ 1 Day 2 Days Sensiti:::ed 

:"es: 
~:-o:::> I 

')273 1'!. 3++++-, ~. 4++ 4++++, 6+ 3++++, 3++, 4+ 3++, 7+ 

0.57.. 1+++, Ei++, 3+ 2++, 8+ 4++,6+ 8+, 2 negative 

-:~5: 
ll. 

";::-.:>:..:? I 
5273 l~ 1;...-;....++, &H+, 2++~ l+ 3+++. 4++, )+ -- --
4954 r~ 3-:-+, 7+ 6+, 4 negative -- --
!.679 0. :.7.. 3++, 6+, 1 negative S+, 5 negative -- --
5273 ll. 8++H- 1+++, 1++ 8++++, H+, 1+ 5++++, 1+++, 4++ 4-i-+++. 1 ++, 5+ , 

·~~,:)~ 
:..a ;:-ot;, r: 

0.57. 5++++, 3+++. 1++ S++++, 1+++, 2++, 2+ 2++++. 3+++, S++ 2++++. 4++ J 4+ 

5273 17, l +++~+., 8++-++ J 1+ 1 +++++. 8++++. 1 + -- ---.::s:: :ra -;:!.:-~J ..... 
4954 14 1++, 9+ 1++, 7+, 2 neg. -- --
4-579 o. i1. 1++++, 9+ 1+++, 9+ -- --

~~~:-:v: 4(4-IsocyanatobenzyLmethyl) cycloh~xyl isocyanate (PIBC) as the undiluted product and as 501 and 57. 
~~:~ ~~~5 io. fa:-acetone-dioxane vas strongly irritating to guinea pig skin through seven days. The zt sol11tion 
~~oc:c~~ va::-iable strong to ~ild reactions while the 17.., 0.57.., and 0.17.. sol~ions produced mild to no irritation. 

Se~sit!.za::ion occu::-rec:i in six out of ten to nine out of ten animals tt:sted in the two groups. A greater 
~-.:.-::; < :: se~sitizat ion ::-eac:t ions occurred in the group exposed to the higher concentratioas (undiluted or 50"%. and 
3:~ .: _:: ::'":~ for pril::ary irritation than occurred in the group given lO'orer concentrations for pc-imary irritation and 
3~b3~~~~~~ sensitizL~g ~rea:~nts. ~nen the test an~ls vere tested for cross-sensitization-with 2,4-toluene 
.::;iis..:·c:razta (TDI) and aethylene-bis (4-cyclo.;e:xylisocyanate) {PIOf-20). it vas found that only one animal out of 

6/10 

7/10 

0/10 

0/10 

9/10 

9/10 

0/10 

1/10 

:~e :~e==Y tested had positive ::-eactions to ?ICM-20. This indication of possible cross-sensitization between PIBC 
a=d :!c~-20 suggests that a~ individual seasitized to one isocyanate should avoid another isocyanate. This suggested 
~ros:-sa-.~itization might be confirmed by a special animal experiment. 

·~~·--·--i 

JR: 

t: 
'"' -< 

)It 
·< 
!! 
): 
II 
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: ·=-~:'"\o·: (Con~ 'd.) 

?I3C is a scrong ski~ ir~i~ant and a strong s~sitizer of guinea pig skin. Similar results were obtained 
:. ::-. ?"L~-:-20 (u:trepor:ed Haske 11 Laoo:-atory data N. a. 712-40) ·and 4- (eye lohexylmethyl). eye: lohexyl isocyanate 
=~=~) (~ask~ll Report No. 67-70). TDI is also a s~ron~ sensitizer, but appears not to be so irritating as PIBC, 
-~-:. a;:d PIC::X-20 (MR 13-173 and oth~r unreported Haskell projee~s). 

~:.:...~~ 

._.2:.::: :=:,:-t:arv 5, 1970 
=?==: ;:~. 6;-1o 

.• B. :-:.2-130. 

• 
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Report by: ~7"/l. ~-J 
Karen M. Frank 

Approved by: 



CERTIFICATE OF AUTHENTICITY 

THIS IS TO CERTIFY lhal the microimages appearing on this microfiche are accurate 

and complete reproduGtlona of the reGorda of u.s. Environmental Protection Agency 

documen .. u detiv:ed In the r0111ul11t courM of buelneoe lor ~lcr~g. . 

Data produced _:; .:3/ fj{J ~ /4.< ~ 
(Monlh) (Day) (Year)Camera C?pera&or 

Place Syracuse 

(City) 

New York 

(State) a 
AMTEK 
corp 




